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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

• Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communication(s) filed on 04 May 2006 . 
2a)D This action is FINAL. 2b)K This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) [x] Claim(s) 7 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) [3 Claim(s) 7 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 



A request for continued exMiinaitionwder 37 CFR Lll 4, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejeciioij, Since IMs abdication is 
eligible for continued examination under 37 CFR LI 14, and the fee set forth in 37 CFR 1 J 7(e) 
has been timely paid , the finality of the previous Office action ha$ been withdrawn pursuant to 
37 CM 1 . 1 14, Applicant's submission filed on 05/04/Od has been entered. 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Accordingly, claim 7 h being examined. 



Clmm Rejections - 35 VSC §103 

Claim 7 remains rejected under 35 USC 1 03, as being obvious over Mafcraey et al, in 
view of Press et al Kaminsky et 1996, tod Kaminsky et ai (US 6,287,537, filed 05/29/1998), 
and further in view ofWahl et aJ, for reasons already of record in paper of 04/04/05, 

A- Applicant * ssm$ that Applicant 1 does not agree that patients who ate reported not 
responding to non-radiolabeicd rituximab treatment must be refractory. Applicant argues that 
^on-responsive 1 * and ^fmetory" have distinct meaning fwtl^i^eutic<incologi^s. Applied! 
argues that ^refractory 1 ' requires more than simply the absence of a response. Applicant asserts 
that, for example^ a patient might not respond or might not respond fully to ^standard dose of a 
particlilar therapeutic agent, but would respond to a higher dose of the same agent; such patient 
would be described as a nonresponder to the standard dose, but would not qualify as refectory. 
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Applicant argues that a refractory patient is one who is not expected to respond to the therapy at 

til 

Applicant asserts that typtcafy, patients are described us redactor? after they first exhibit 
an effective response to a drug, and later do not show a comparable response to the same drug. 
Such patients would be both relapsed and refractory. Applicant asserts that in the case with 
therapeutic ani t-CD20 antibodies, it is reasonable to expect that parents haying tumors that are 
not CD20-posrti ve would be refractory to those antibodies, at least so long as the tumor cells 
continue not to express CD20. 

Applicant asserts that some of the patients reported in Moloney trial were genuinely 
refractory to rituximab therapy, but the iitforrtatiori provided in the reference does not 
reasonably allow one to reach that conclusion. Applicant asserts that all one can say tot certain 
patients did not respond to the trial protocol. 

Applicants arguments in paper of 05/04/06 have been consideied but arc found not to be 
persuasive. 

It is noted that the limitation that 1) a refractory patient is one who is not expected io 
respond to the therapy "at aH*\ or 2) that the subject has to first exhibit an effective response to a 
drug, and later does not show a comparable response to the same drug, i;e. both relapsed and 
refractory is not recited in the claims. 

Further, since the definition of "refractory" in the specification is not limiting, and since 
^refractory" encompasses ^ot itsponsive to treatment 1 ' (Webster's II Dictionary* 1994, page 
988), the subject refractory to treatment with nor^radiolabeled rituximab in the claimed method 
is reasonably interpreted as encompassing any subject having CD20^poritive cell lymphoma. 
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wherein the subject is resistant or not responsive to said treatment, as manifested by not shoviing 
ana-tumor response. Which refractory subject is clearly the same as the 77% of NHL patients in 
the reference by Maloney et el* who express CD2G antigen, but who do not respond to the 
treatment with the non-radiolabeled airti-CD20 antibody. 

Further, concerning subjects that do not express CD20> and thus resist to treatment 
with noh-radiolabeied rituximab, which is an anti-CD20 antibody, the claims do not encompass 
those subjects, and thus are not germane here. It is noted that Maipney et at teach that oiity 
adults with relapsed NHL B*riH lymphoma, that eiprt^ lb* C&20 antigen, were cKgiMe 
for treatment with the aati-CB2G antibody 1DEC-C2B8 (Moloney etat> p.32$6> second column, 
second paragraph, p.3267, first column, item under ^Patients"). However, theoverall response 
rate is only 33% (Maloney et al, p J270, last line, bridging p,3271 ). In other words, NHL cells 
from 77% of those treated patients, that express the CD20 antigen, do not respond to the 
treatment with the non-radiolabeled ant^CB20 antibody. 

B. Applicant further argues that to fully combine the teaching of Moloney eta! and 
the secondary reference, it would be necessary to administer a saturating dose of unlabeled ami- 
Bl antibody to patienis before administering the radiolabeled antibody, because Kammsky et al 
(US 6,287537 Bl) teach that the "saturation"- is responsible for the observation that certain 
subjects only respond to a follow-up dose of 131-1 labeled 3nti-Bl, and indeed , is necessary to 
provide the full therapeutic effect of the radiolabeled anti-CD20 therapy. Applicant argues that it 
would not have been obvious to administer a saturating dose of an unlabeled anti~CD20to any 
patient already known to be refractory to therapy with an labeled anti-GD^O antibody. 
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Applicant argues that the reference thus provides no motivation to combine their teaching tfcat 
would lead to die practice the claimed inventfan. 

Applicant 1 * arguments in paper of #5/04/06 have been considered bm are found not to be 
persuasive. 

Ootttrary to Applieanf s arguments, there is no indication from the Kaminsky reference 
{US 6,287,537, Fifed 05/29/1998) that one has to administer a u saturing"dose ofnon- 
radiolabeled anti-CD20 antibody to patients who already refractory to the treatment with noh- 
radiolabeled anti-CD20 antibody, before administering the radiolabeled anti-GD20 antibody, to 
successfully treat those patients. It is noted that Kaminsky et al (US 6,287,537, filed 05/29/1998) 
teach treating NHL lymphoma patients, by ^ministering non-radiolabeled anti-CD20 antibody 
followed by I- til labeled anti-CD20 antibody (Examples 1-2 on columns J3-22):. Kaminsky et 
al (US 637,537, filed 05/29/1 998) teach that the antitumor response of the non-radiolabcled 
antibody alone is only seen after a large dose of the nou-rcidiolabeled antibody (column 21, lines 
40-54). This t^cMng clearly suggests that although the non-radiolabetal anti-GD20 antibody has 
some anti-tumor effect, it is not efficient, because a targe amount of it is required to show its 
effect- fwther, Karmtisky et al (US 6,2*7,537, filed 05/29^1 99$> teach that ttie radiolabeled anti- 
CD20 is effective in those cases wherein the patients do not respond to noii-radiolabeled a&tir 
CD20 alone (column 21 , third paragraph Jlnes 48-54). Thus the teaching of Kaminsky et al (US 
6.2*7,537, filed 05/29/1996) would motivate one K> use iht radio&bfcted anti-CD20 antibody, as 
taught by Kaminsky et al (US 6,287,537, filed 05/29/1998). Press et a), Kaminsky et al, 1 996, 
and Wafti et-al, fbr treating paiients that are re^&ant to Ctf noi^re^onsive to aon-radio&beled 
anti-CD^O antibody tretatmeni, such aa the 77% poprtlation of patients taught by Maloney et a!, 
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because the radiolabeled anti-GD20 is effective in. those patients that do not respond to not** 
radiolabeled ajiti-GD20 alone, as taught by Kaminiiky et al, (US 6,287,537, filed 05/29/1998) and 
because the radiolabeled anti-CD20 is superior to the non-tadioiabeled anti-CplO atones having 
a synergy of the anti-tumor effect by the antibody moiety, and the anti- tumor effect by radiation, 
as taught by Kaminsky eta! (US 6.287,537* filed 05/29/1998), and because the non-radiolabeled 
antt-CD20 antibody has been shown not to be effective against these refraetory population of B- 
Lymphoma patients that express CD20, in view of the teaching ofMaloney et a!. 

One would have a reasonable expectation of success^ because the radiolabeled anti-CD20 
is effective in those cases wherein 1he patients do not respond id non-radkriabeted &ati~CD20 
alone, as taught by Katninsky et al and because readministration of M31 labeled anti-Bl 
antibody (taurine anlKSHG) to patients with non-Hodgkin's lymphoma that are relapsed is safe, 
and effective, as taught by Wahl etafcand thus one would have expected tliat similarly it would 
be safe to administer 1-131 labeled anti-Bl antibody (murine anti-CD20) in patients with fr-ceil 
lymphoma that have been previously treated with a non^labeled humanized anti-CD20 antibody, 
rituximaK 

New Rejections Based On New Consideration 
Claim Rejections - 35 (JSC § 112, Setoni Paragraph, New Rejection 
Claim 7 is rejected under 35 TJ.-S.C. 1 12, second paragraph^ as being indefinite for failing 
to particularty point out and distinctly claim the subject matter which applicant regards as the 
invention. 
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Claim 7 is rejected as being indefinite for the use of designation 'Mtuximab* as the sole 
irieans of identifying the claimed antibody, the use of laboratory designation only to identify a 
particular antibody renders the claim indefinite because different laboratories may use the same 
laboratory designations to define completely distinct antibodies. Amendment of the claim to 
include physical and/or functional characteristics of which unambiguously define *rituximab", 
for example, by adding lt wWch ife a humanized ajiti-CD20 monoclonal antibody", is required. 

Any inquiry concerning this communion or earlier commumestions from the 
examine should be directed to M1NH-TAM DAVIS whose telephone number is 571-272-0830, 
The examiner can normally be reached on 9;00 AM-5:30 PM, 

if attempts to reach the examiner by telephone are unsuccessful, the examiner' s 
supervisor, JEFFREY SLEW can be reached on 571-272-0787. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Wormation regarding the stat us of an application may be obtained from the Patent 
Application ^formation Retrieval (PAIR) system. Static iirfoTn^tion for published application 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Pri vate PAIR only . 
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For more information about the PAIR system, see http://prir-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system., contact the Electronic Business Center 
(EBQ at 866-21 7-9197 (toll-free), if you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786-9199 (IN USA OR 
CANADA) or 571 -272-1 000, 



MINH TAM DAVIS 
June 20, 2006 




SUSAN UNQAR. PHD 
PRIMARY EXAMINER 



PAGE 8/12 " RCVD AT 8/23/2006 2:28:38 PM [Eastern Daylight Time] * 8VR:USPTO-EFXRF-1/0 • DNI8:2730830 • CSID:USPTO « DURATION (mm-ss):09-2S 



